'Disappearing foot disease': an unusual presentation of primary lymphoma of bone N A Dunn MB MRCP H Grahame-Smith MB BS MRCP M Doherty MB MRCP Rheumatology Unit, City Hospital, Hucknall Road, Nottingham Keywords: lymphoma; bone; tophaceous gout Non-Hodgkins lymphoma only rarely presents as a destructive lesion of bone and then usually involves the axial skeleton or proximal long bones':", We report the case of an elderly woman who developeda soft tissue mass with bone destruction limited to the small bones of her right foot. The differential diagnosis suggested by the radiographic appearance included tophaceous gout, but biopsy of the lesion confirmed the correct diagnosis of primary lymphoma of bone.
Case report
An 89-year-Qld woman presented with a painful swollen right foot. A plain radiograph ( Figure 1 ) demonstrated gross destruction of the bones of her right mid and forefoot. Although her foot swelling had developed insidiously over a 12-month period, it had only been severely painful for two months. She denied other previous musculoskeletal symptoms. She had taken indomethacin for two months, without benefit, but was receiving no other medication.
On examination the lateral border of her right foot was swollen, discoloured and tender. She had nodal osteoarthritis affecting the distal interphalangeal joints and the first carpometacarpal joints of both hands. She showed no lymphadenopathy or hepatosplenamegaly and general examination was unremarkable. Her investigations revealed: Figure 1 . Radiograph ofright foot demonstrating complete destruction of the fifih metatarsal, cuboid and lateral cuneiform, 'punched out erosions' of the medial cuboid and extensive sofi tissue swelling haemoglobin 12.0 gldl, white cell count 6200 (normal differential), ESR 32 mm/h, C reactive protein < 20 mg/l (normal range). Other investigations including urea, electrolytes, serum creatinine, uric acid, liver function tests, thyroid function and immunoglobulin immunoelectrophoresis were all within normal limits. A technetium bone scan demonstrated markedly increased uptake of tracer localized to the tarsal region of the right foot, and corresponding to the site of the plain radiographic changes.
Histological examination of material obtained by needle biopsy of her lesion demonstrated undifferentiated large cell non-Hodgkins lymphoma. In the absence of clinical, radiographic or isotope scan evidence of disseminated non-Hodgkins lymphoma she was treated by localizedirradiation of her right foot. This resulted in reduction of swelling and improvement in symptoms within two weeks. Twelve months later she remains well with no evidence of recurrence.
Discussion
Non-Hodgkins lymphoma (NHL) may involve bone either as a metastasis from other involved sites, such as lymph node or bone marrow':" or alternatively as a primary lymphoma of bone (PLB)2.4·s. In both cases gross bone destruction is usual, the radiographic appearance being variable but usually lytic. Distinction between the two forms of NHL bone disease is important since their treatment differs: metastatic dissemination requires combination chemotherapy, whereas PLB may be successfully managed by local irradiation", Such distinction can sometimes be made on clinical examination alone but often the presence of disseminated NHL is only demonstrated after thorough investigation that may include skeletal radiographic survey, radionuclide bone scans, lymphangiography, bone marrow and liver biopsy and even a staging laparotomy", PLB should only be diagnosed in the absence of any evidence for disseminated NHL, or on the basis of unequivocal histology of the lesion", The site of bone involvement can be of diagnostic value: disseminated NHL usually affects the axial skeleton! whereas PLB is more commonly detected in the long bones of the arm and lelf.
The presentation of PLB in our patient is distinctly unusual, firstly in involving the small bones of the foot, and secondly in occurring in a woman of such advanced years", To our knowledge, there has been only one other report of PLB affecting small bones". It is, therefore, perhaps understandable that a diagnosis of gout was imtially entertained, especially when the radiographic features of the lesion were considered in isolation. However, the absence of soft tissue lesions elsewhere, the negative drug history, the degree of localized bone loss and the normal serum uric acid level strongly mitigated against a clinical diagnosis of late-onset diuretic induced tophaceous deposition". Because of her advanced years the patient was not subjected to extensive investigation to definitively exclude disseminated NHL. The diagnosis of PLB, however, is supported by the absence of lymphadenopathy and hepatosplenomegaly, normal serum biochemistry, the findings of the limited skeletal survey and technetium bone scan and her continued good health one year after local irradiation. The case illustrates that PLB should be included in the differential diagnosis of destructive bone lesions involving small as well as long bones of the limbs.
A further point of interest in this case is the apparent absence of an acute phase protein response in a patient with a large inflammatory destructive lesion of joint and bone. Elevation of serum CRP is a sensitive indicator of tissue inflammation and damage", Apparent dissociation between CRP release and disease activity has been reported in systemic lupus erythematosus, scleroderma and Crohn's disease s . e . To our knowledge absence of a CRP response to destructive bone lesions resulting from PLB has not been reported. Such a finding, if confirmed in other patients, may be of some help in differentiating inflammatory lesions involving bone.
Crohn's disease usually presents with abdominal pain, diarrhoea and fever. However, some patients present atypically with prominent extra-intestinal manifestations but absent or minimal abdominal symptomatology, and these cases may pose difficult diagnostic problems'. Unusual presentations of Crohn's disease may include fever of unknown origin, failure to thrive in children, pelvic inflammatory disease or mass, hydronephrosis (especially right-sided), liver disease, polyarthritis, and uveitis. Other symptoms may also occur preceding or overshadowing the intestinal manifestations but chronic diffuse hair loss has not been previously reported. We have recently encountered a patient in whom diffuse non-scarring alopecia related to Crohn's ileocolitis preceded the diagnosis by six years and constituted the presenting symptom.
Case report
A 21-year-old single female student presented with hair loss of six years duration. She also reported that anaemia was present over the last four years and treated intermittently with oral iron preparations. Diarrhoea appeared for 12 weeks prior to her referral with about two bowel motions daily, some periumbilical abdominal pain and weight loss of 4 kg. At that time she noted accelerated hair loss and further thinning of her scalp hair. Only upon specific questioning could she remember having occasional brief episodes of mild diarrhoea over the last six years, which she thought were normal. There was no history of tenesmus or rectal bleeding and no other complaints except for two recent episodes of unexplained high fever (up to 39°C) which abated spontaneously after 1-2 days. The patient had been examined by several dermatologists over the years and was finally referred by one of us (YS) for internist evaluation when no cutaneous cause for her hair loss could be discovered. Physical examination showed a well nourished young woman with a diffuse pattern of hair loss and slight pallor, but was otherwise entirely normal. Investigations results were as follows: erythrocyte sedimentation rate (ESR) 120 mmJh (Westergren); haemoglobin 10.3 g/dl with a mean corpuscular volume of 73, anisocytosis and hypochromia. Leucocyte and platelet counts were normal. Serum glucose, blood urea nitrogen, creatinine and urine examination were normal. Serum iron was 31~g/dl, total iron-binding capacity was 394~g/dl, and saturation was 6%. Stool examinations were intermittently positive for occult blood but negative for bacteria, parasites or fat. Serum albumin was 4.0 g/dl and globulins 4.4 g/dl with a polyclonal increase on protein electrophoresis and immunoglobulin (Ig) levels of 2080, 481 and 416 mg/dl for IgG, IgM and IgA respectively. Serum sodium, potassium, chloride, calcium, phosphorus, magnesium, copper and zinc levels were normal. Prothrombin time and liver function tests, as well as serum cholesterol, triglycerides, carotene, vitamin A, vitamin B l 2 and folic acid were normal. Thyroid function tests and serum gonadal steroids and cortisol levels were also normal. Serological tests were negative. Autoantibodies could not be found. Chest X-ray, ECG and abdominal ultrasonography were normal. X-ray examination of the small bowel showed a generally normal mucosal pattern and the presence of terminal ileitis characteristic of Crohn's disease. Barium enema examination showed fine irregular ulcerations of the ascending and transverse colon with skip areas and rectal sparing. Colonoscopy and biopsy confirmed the diagnosis of Crohn's colitis with typical granulomas. Treatment was started with sulphasalazine 2 g/day and ferrous sulphate. After six weeks the patient reported an improvement with almost no diarrhoea and diminution in hair loss. ESR dropped to 23 mmJh. Twenty months after the diagnosis the patient continues to do well on the same treatment, though iron replacement was stopped following resolution of the anaemia (Hb 12.8 g/dl), Her scalp hair remains somewhat thinner than normal, but further hair loss has completely stopped.
Discussion
There are numerous associated cutaneous findings in Crohn's disease which may be divided into two categories: those with characteristic histological features of Crohn's disease and those with non-specific pathology', The latter (excluding skin changes secondary to malabsorption), together with joint and eye symptoms constitute the most common extra-intestinal manifestations of Crohn's diseaee'', occurring more commonly in patients with large bowel involvement. The pathogenesis of the extraintestinal manifestions remains unclear but an immunological mechanism has been suggested 4 ,5 . Their appearance usually coincides with, or follows the diagnosis of the inflammatory bowel disease (IBD), but it may infrequently antedate the clinical recognition or appearance of the inflammatory bowel disease by months or even several years6.7.
Among 498 patients with Crohn's disease 69 (13.8%)had skin manifestations", while others suggest an even higher incidences. These include mainly erythema nodosum and pyodermia gangrerosum, but dermatitis, vasculitis and other lesions have also been reported. Chronic hair loss, in the absence of malabsorption or wasting, has not been previously reported in Crohn's disease, though an acute episode of IBD may be associated with telogen effluvium and acute hair loss". In our case however, the onset of chronic hair loss concomitantly with the appearance of occasional mild diarrhoea and its increase in parallel with exacerbation of chronic ileocolitis (as evidenced by more frequent diarrhoea, 0141-0768/89/ 050303-02/$02.00/0
